EBV-derived antigens in the serum of RA patients compared with controls.5 6 Subsequently many investigators have shown defects in the in-vitro cellular control of EBV-induced B cell activation in RA cells.7-12 However, the in-vitro control of EBV-induced B cell activation is undoubtedly complex, involving such factors as susceptibility of B cells to viral infection, the action of natural killer cells, the production of soluble regulatory factors, and the role of functionally different T cell subsets. Each experimental protocol tends to highlight one particular aspect of this multifactorial regulatory system, occurring at particular times after EBV infection. We describe here an assay system designed specifically to monitor regulation of EBV fulfilling the American Rheumatism Association criteria for diagnosis of RA. Treatment regimens included gold injections alone (eight patients), gold injections plus non-steroidal antiinflammatory drugs (NSAIDs) (17) , gold injections plus low dose prednisone (two), NSAIDs alone (13) , D-penicillamine plus NSAIDs (five), azathioprine plus NSAIDs The amount of EBV-induced IgM secretion in the supematants of lymphocytes from controls and RA patients after one week in culture was compared (Fig. 1) . Overall, larger amounts of IgM were secreted by control relative to RA lymphocytes. Thirty-one out of 53 RA patients had IgM values of 0-200 ng/ml (gg/l) compared with 7/44 controls (p<O-OOOl). Only 1/53 RA patients had 31000 ng/ml IgM compared with 14/44 controls (p<O0OOOl). There was a significant difference between the RA patients and controls (p<0-002) as determined by the two-sample KolmogorovSmirnov test.
Since gold treatment results in the suppression of lymphocyte responses to the T cell dependent mitogen pokeweed mitogen (PWM),'6 it seemed possible that the reduced IgM secretion by RA lymphocytes after one week of culture with EBV could also be due to this treatment. However, as seen in Table 1 chloroquine (1), prednisone plus NSAIDs (1), and no drug therapy (2)), no differences were seen.
AT THE SECOND WEEK OF CULTURE
The ratio of the amount of EBV-induced IgM secreted by lymphocytes at the end of the second week of culture relative to the first week is shown in Fig. 2 
